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Fig E
The average structures of APO1 and APO2 (black) simulations. APO2 simulation was an unbiased MD simulation for 3 µs starting with an initial structure taken from the structure at 200 ns in the SMD simulation.
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Fig F
Results of APO3 and APO4 simulations. APO3 and APO4 simulations were unbiased MD simulations for 3 µs and 2
µs starting with initial structures taken from the last structures of SMD simulations for ~500 ns starting at 1 µs and 2 µs in MD1 simulation, respectively. In the two structures, therefore, the extensive salt-bridge network in the cytoplasmic side was not completed while the inter-domain hydrophobic packing was already generated. 
